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IN THE UNITED STATES P ATBOT AND TRADEMARK OFFICE 



In Re the Application, of: 

FjOWELLetal. 

Serial Hd.: 09/444,1*4 

Filed: November 20, 1999 

Attorney Pile No.: 4369-1 

(fonncriy CytoCOl) 

Fori METHOD FOR ENHANCING 
IMMUNE RESPONSES IN 
MAMMALS 

Assistant Commissioner for Patents 
Washington, D.C 20231 
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) 

) 



GrotrpAjrtUniUloAZ 
Bxamiaer, Helms, h. 



(37 CFR§ 1,13k) 




CEATFiCATE OF 



FkcSWlL£ TRANSMISSION 



> that tfita piper Is bdr* fw*rniia ^^jf 1 
- - TWdwKfc Office ctv febrwy 2* 2001- 

TttlHllfeNBUSiiEU. T~ 




i 



Dear Sir; 1 ' | 

• • > ' ' . i 

tfie application. j . 

After Final Rejection to nn Office Action having a mailing date of December 20j ZOO0- 

1-3 5 10-27,34. 37-38; «M3. and JWnkM.DAC 5 103. Tbt«conWb*e to 

is pjovjdedrttoE**^'* suggestion, j 

TKiwatisrion of Lente I 

ThcE^Til cont^de tfuu X»* ***** «. rcp^tioa ofWocd w.^^ 
aad a ccUukr component. While t«rfz «kwwtadg« ^ h i, posrible <c plasm, ftcm fl» 

bl0od itusubanttedttatu tzaiwrffcc^^Budia^*^ 

cohered for^idc^W ^dis ^tyay at^fcrcliirical Therefore, ft., 
Lenteisfi55ncc,*bc*t,isi gMyambigu^?^ this point . . ■ j . . 



I 
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fiiter ft* fcrfora in the blood based on size. Therefore, there is no «dwttfl. *be 

o^byF^epar^gihebl^^^ 

plas^ in the 3 *t*d rajee*,* urier 35 U.S.C 5 103 is not approve be««* 

Lhi^ofI^e,at*o*™W^^ 

U^cdhyaep^^^^ ^ 

n ot povide any ^ to eon**, the ^cession in «- e*ed 

referrals in the rnanfler suggested by the Bxaminer. 

ta.^toLeirtz.a.tfmarlh*^ . 

"To the aedhdar fo^ico ft«n the «Uular irscuon pd* to »«.** oi to befflyFUad. 

First, it is noted** *• pM M over I^te of selectively Roving the 

tor*** Sum* system inhibitor *ifhe«t iSielfav the action of de.^' immune system 
^laton^^bkodconrpon^ Thiaadv^issignific^tly snbrnccdbytrc^gcmly 
the sceUo* portion oftbe Mood. Sp^^, «rt»nof the molecute targeted for lemoval by to 
mcffl0d ofihepn^nt faw^tion ar* stable component* vrfricb typify bind to an Imnw ,y5C<m 
Kim,***. These soluble component, often are homolo*«* fetadhv P«*ier far to 

Immune ^»«ti»^. «*0»tthe l^^b^^unm^sysvnn^rnuU^ «*tbe 
^ tiding partner is inhibited by ike binding of the soluble component to the *mm*e 
ataultfor. Si** to ator ft"*"** » cdJ-^oci^d UrfjtoF-ft* <i.M* 

taw 6y4te m Inhibitor to*, *° cd**«*** binding partner. For 

of the receptor (mTOFRI, for TNF, ». Tb« prntco^J^^ 

< MH dri« domaio of the rtTNFW M the cell ^^^Utodiff^y «^the 
ertn^ulsrspace. The sTNFRI,tos produced, retail fully the ability to bind TNF a sndP^ 
m M . Sfedin* of TNF« -d P by the bTNFRI p-v™* TNFa and p biadir* to the 
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n/TNFKI Consul*. pm-iafUn^tc^ and spoptatk e fftct, not**!* induced rh^gh the 
chinking of rnTNPW byTW«*>dp.to*- inhibited. Due » tte aigninsant structural 
similarity bet»*a sTWFl and oflMFM; «U of whole bhod*ftitUi«II««to«*» 
with sTNFRJ would pertnit biwnflg to both the sTNFM in circulation and the mTNPRl P^nt on 
cell outo. Tto *ould have din* consequences for tte paW, and wpuld contract the go* of 
the pnscrrt T»«*»i for sevc^l Fir*, binding of the bidding partner to mTNFRl would 

block it* awmcnt by TNPa and j3, thus, d&ctivcly reducb* TNF-induccd inuaune responses- 
S^nd, binding rf an immobilized binding p***t to mTNFRI would eScct to deplete of 
m ™i4-b«rfnB leukocyte fro* ufaribWwd, toby dhnimshtag immune cwnpeton^ Itari. 
2nd mol untenable, binding of*i tow«li^bi0dinsp«^ to mTWRl would crosslink the 
r^^torjand act, therefore, as «o agonist ofTNFaandp. tWb produce very agnificwrt and 
potentially fetal torieitie* aimilar to those observed in human etirfttl trials of mnwiowL TtfFa. _ 

&y separating the whole blood into wwlluJar and cellular components inthc claimed mdHfld, 
Oast lines are avoided and the advantages of aefeotivoly removing the targeted immune system 
i^J^Mwtoe*^ ■»* otter bteod components 

^achieved. SinretwWdoestiot^or.ugg^ • 
advantages csa not be realized by the method of Lents. • . 

9 

THcmi^f^ qffgetiBBlCV 

ThoEaoiinhweoDtends th« the reference of Scbusky teach that the soluble TNFKlis 
^n^vedby Ukr^h^ [»e], «^ that with the taawiadge or Unii, one wouldtaowtt* soluble 
immunesvstEmtt.haiWScanbe removed fiom whole blood. TheExarobcrhas appointed to the 
statement in SeUnsfeyet aL: «[v/Je, tb«efeie, pi^ew^devdt^meat of ttethoda and/or reagem* 

promising, strategics fcr cuccer imnjunothensjy." 

K is submitted ttuft\ although the statement in Seunsky et*J. nay cause one of «&ill in ike ari 
to consider how to ozonize or remove sTNFRI in itt» t inch a statement is *«dy an in* wrion 
to expojmeafcnion and opens the dear for or» of in the artto consider a widexange of possible 
approaches. Indeed, SeKnsky et iL provide absolutely go prance as to how one ofstaU fa the art 
^ould go about such * t»k. but rather generally state thai the *rhenrpeulic utility Of manipulating 



PAGE 18/20 ' RCVD AT 121112003 5:40:12 PM [Eastern Standard Time] 1 SVR:USPT0-EFXRF-1/4 ' DNIS;87293Q3 ' CSID:404 881 0470 ' DURATION (mm-ss):05-06 



12/81/2883 18:38 484-881-8478 

FROM 



HOLLAND & KNIGHT 



PAGE 19/20 



»02. Iff 01 {7 Vf.lT:03/Ka 356IB83386 P 5 



eTNFRl levels in vh>o ba» been deroonmra^T and thai "aTNFRI affectively inhibits immune 
responses fn v/vc audits modulation is a legitimate therape u tic avenua" U submitted that one 
of skill in the Bit, wbea presented with an {aviation to copulate tbe effects of a soluble pmion, 
would look to a variety of conventional approach^ to remove or manipulate the effect* of dial; 
soluMe protein yiyfrg. became such approaches acts tbc most clinically derirabJc meaoB of (rearing 
a paticotl Conventional therapeutic ma»tptrlktioji of ihe itrmtitf* system typically invol^s foe 
administration of an antibody, peptide, protein, or small molecule that is designed to a 
particular action in the patient In fact, significkiitresearchbas beetv directed to systems that cnsbl« 
tbe ddivtjy of euch reagent^ including liposomes, targeting antibodies, combinations of liposomes 
■3d antibodies, small particles, emulsions, and other vehicles. 

One cocvaational approach to modulating an taman© response in vivo is to introduce «tto 
the subject a jreagfent that achieves fhz goal of selectively antp^rairipg or removing a target roof ccu]e 
once tt is administered to a subject, jor.ExapajjMe, one method for removing or blocking the action 
of a soluble protein in h to adnrixfisier on antibody that bfo4? to ; afld effectively neutralizes the 
action of tfca taiget ptoteb. Aitcmativt^, a peiptide or other eohlbje binding partner that competes 
utth.the target p ro te i n for binding. to the natural ligsnd can-be administered As yet another 
alternative a sntall molecule could be deigned fluff targets andln^itnlijces the action of tbe target 
ptotcbu Drug design fbr such in vfro ^ppb'^atjins is a eonwon therapeutic approach wh*i a target 
such as a soluble protctn is available. . , ? . . 

In contrast, to timi to me* viyo approach aucli as that clilifnqd in the present application is 
not corwattonaJ. and indeed, would bp much lew Efcdy to Tbe cxms*dcit?4 because it would 
conventionally be considered to be less <bcect,!iXF0fe expensive, andmore iuvaaivc4&an4he in vivo 
approaches discussed above. Such a method liquifies far.git^rr^pu!atioa of the patient and of 
the critical bodily flufds of (he patient than, sabtyiw approach. Therefore, to arrive at the claimed 
ax vivo method would not love been an p]bvioUi extentton of tha statements made in ScBnsfcy ct at; 
that are referenced above. ( 

4. . Ihw^i^ 

statements made on information and belief ambclievjpd to be true; and further that the statements 
made with {he knowledge (hat wtflfW fal$e statements and the Jfee so made are punMiable by 
fine or hppriwnnient, or both under Section 1001 of Title 12 of the United Staves Code, and tfrai 

4 
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such willful fclae statement* may jeopariiw the validly of the Wbject application or eay patent 
issuing therefrom* 




i • . * i . • k 
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